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Confirmation No.: 6536 
Filed: 22 October 2003 

For: USE OF COLOSTRININ, CONSTITUENT PEPTIDES THEREOF, AND ANALOGS THEREOF AS 
MODULATORS OF INTRACELLULAR SIGNALING MOLECULES 

Amendments to the Claims 

This listing of claims replaces all prior versions, and listings, of claims in the above- 
identified application: 

Listing of Claims 

1 . (Currently Amended) A method of modulating an intracellular signaling molecule in a 
cell, the method comprising contacting the cell with an effective amount of a modulator selected 
from the group consisting of colostrinin, a constituent peptide of colostrinin, an Ac t ive anal o g of 
a cons t i t u e n t peptid e of c o l o sUin m; and combinations thereof, under conditions effective to 
accomplish at least one of the following: 

reduce 4-hydroxynonenal (4HNE)-protein adduct formation; 

inhibit 4HNE-mediated glutathione depletion, 

inhibit 4HNE-induced activation of p53 protein; or 

inhibit 4HNE-induced activation of c-Jun NH2-temiinal kinases; 

wherein the constituent peptide of colostrinin is selected from the group consisting of 
MQPPPLP (SEQ ID NO: 1 ) LQTPQPLLQVMMEPQGD (SEQ ID NO:2), 
DQPPDVEKPDLQPFQVQS (SEQ ID NO:3), LFFFLPWNVLP (SEQ ID NO:4), 
DLEMPVLPVEPFPFV (SEQ ID NO:5), MPQNFYKLPQM (SEQ ID NO:6), 
VLEMKFPPPPQETVT (SEQ ID NO:7), an d LICPITCI g VEWPPP LKPFPLKVEVFPFP ( SEP 
ID NO:8); 

wherein die active analog of a cons t itu e nt pe ptide of col o s t rinin compris e s a peptid e 
haviiig ' aii - amiLr c racid salienc e - with at leas t about 15 pe r cent pr o line and having at least abou t 
70 percent sequence identity to a constituent peptide of colosti rnm b e l e cted from t he group 
c ons ist nig o f MQPPPLP (SEQ ID NQ:1) LQTPQPLLQVMMGrQOP (SEQ IP NO.2), 
DQPPDVEKPDLQPrQVQS (SEQ ID NQ:3) ; LFFTLPVGVLP (SEQ ID NO:4), 
DLE\fP\XPVErrPrV (SEQ ID NO.5), MPQNFYKLPQM (SEQ ID NO:0), 
\TEiVnCTrPPPQETVT (SEQ ID NO:7), and UCPFPlCUCVEVFrFr (SEQ ID NO:8); and 
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furthe r whe rei n t he active analog accomplishes at leas t one of the foll o wing : reduces 41 US' C- 
pr o tein adduct f or ma t ion; inhibits 4IINE u mediatcd glutathione depletion; inhibits 4IINE-induccd 
activation of p53 prot e in; or inhibits 4lINE-induc e d activati o n of c~Jun NII2-tcnninal kinas e s . 

2. (Original) The method of claim 1 wherein the cell is present in a cell culture, a tissue, an 
organ, or an organism. 

3. (Original) The method of claim 1 wherein the cell is a mammalian cell. 

4. (Original) The method of claim 3 wherein the cell is a human cell. 

5. (Original) The method of claim 1 wherein the modulator is a constituent peptide of 
colostrinin. 

6. (Previously Presented) The method of claim 5 wherein the modulator is selected from 
the group of MQPPPLP (SEQ ID NO:l), LQTPQPLLQVMMEPQGD (SEQ ID NO:2), 
DQPPDVEKPDLQPFQVQS (SEQ ID NO:3) 9 LFFFLPWNVLP (SEQ ID NO:4), 
DLEMPVLPVEPFPFV (SEQ ID NO:5), MPQNFYKLPQM (SEQ ID NO:6), 
VLEMKFPPPPQETVT (SEQ ID NO:7), L.KJPFPKLKVEVFPFP (SEQ ID NO:8), and 
combinations thereof 

7. (Currently Amended) A method of down regulating the 4-hydroxynonenal (4HNE)- 
mediated oxidative damage associated with lipid peroxidation in a cell, the method comprising 
contacting the cell with an effective amount of a modulator selected from the group consisting of 
colostrinin, a constituent peptide of colostrinin, an active analog of a consti t uent peptide of 
colos tr inin, and combinations thereof; 
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wherein the constituent peptide of colostrinin is selected from the group consisting of 
SEQ ID NO:1 through SEQ ID NO:8; 

wherein t h e ac t ive analog of a cons t ituent peptide of col o strinin comprises a peptide 
having an amino acid sequence with at least abouL 15 pciccnl pioline and having at least about 
70 - pgi ee ut - sti - oc tir ral biniilaiity to a one or more consti t uent peptide of colo&Uiuiii selected from 
die group consisting of MQPPrLF (GEQ ID NO:l) LQTPQPLLQVMMEPQGD (SEQ ID 
NO:2), DQrrD\TICPDLQPrQVQG (GEQ ID NO:3), LrrTLPVGVLP (SEQ ID NO.4), 
DLEMPVLPVEPITrV (GEQ ID - NO : 5), MPQNrYICLFQM (SEQ ID NO : 6), 
VLEMKJTrrrQEWT (GEQ ID NO:7), and LICPrPCKWVrPFP^SEQ ID NQ:8); and farther 
wherein the active analog docs n o t in t erf e re with cellular uptak e of rcdox-sensitivc 2',7^diliydio u 
diclilo r ofl uo r esccin-diac et atc; 

and wherein 4HNE-mediated oxidative damage associated with lipid peroxidation in the 
cell is down regulated. 

8-9. (Cancel) 
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